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Status: Approved, Date: 15 December 2017

Janssen Research & Development, LLC *

Clinical Protocol

A Phase 2b, Multicenter, Double-masked, Randomized Study Evaluating the Safety and 
Clinical Response of Subretinal Administration of CNTO 2476 in Subjects with Visual 

Acuity Impairment Associated with Geographic Atrophy Secondary to Age Related 
Macular Degeneration

Protocol CNTO2476MDG2002; Phase 2b
AMENDMENT 3

CNTO 2476

*Janssen Research & Development is a global organization that operates through different legal entities in 
various countries. Therefore, the legal entity acting as the sponsor for Janssen Research & Development 
studies may vary, such as, but not limited to Janssen Biotech, Inc.; Janssen Products, LP; Janssen 
Biologics, BV; Janssen-Cilag International NV; Janssen, Inc; Janssen Ireland UC; or Janssen Research & 
Development, LLC. The term “sponsor” is used throughout the protocol to represent these various legal 
entities; the sponsor is identified on the Contact Information page that accompanies the protocol.

This study will be conducted under US Food & Drug Administration IND regulations (21 CFR 
Part 312).

Status: Approved

Date: 15 December 2017

Prepared by: Janssen Research & Development, LLC

EDMS number: EDMS-ERI-95495761, 6.0

GCP Compliance: This study will be conducted in compliance with Good Clinical Practice, and applicable regulatory 
requirements. 

Confidentiality Statement
The information in this document contains trade secrets and commercial information that are privileged or confidential and may 
not be disclosed unless such disclosure is required by applicable law or regulations. In any event, persons to whom the 
information is disclosed must be informed that the information is privileged or confidential and may not be further disclosed by 
them. These restrictions on disclosure will apply equally to all future information supplied to you that is indicated as privileged or 
confidential.
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Applicable Section(s) Description of Change(s)

5. Treatment Allocation and 
Masking

Synopsis; Long-term 
follow-up phase
3.1 Overview of Study 
Design
8. Prestudy and 
Concomitant medications
16.1 Study specific design 
considerations
9.1.1.4 Long-term Follow-
up Phase

Patient Reported Outcomes planned for the Double-Masked Treatment phase of the 
study were removed.
Updated the control, masking, and randomization details to reflect that the open-label 
phase of the study do not require control, masking, or randomization.

Procedures for randomization and stratification were removed and all subjects were 
planned to receive the same dose of 3.0 x 105 cells.

Table 4 and Table 5 with masking procedures for subjects, site personnel, and team 
members were deleted.

The frequency of Long-term Follow-up Phase was updated from every 6 months for 
4 years to every 6 months for 2 years.
The total study duration was update to 3 years from 5 years.

Synopsis, Dosage and 
administration;
6.2 Randomized Double-
masked Treatment Phase

Updated the dosing details to eliminate dosing information for the Randomized 
Double-masked treatment phase.
The details of sham surgical procedure for the control group were removed.

Rationale: Updates were made to align the protocol with the decision to eliminate the randomized masked portion 
of the study.
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Applicable Section(s) Description of Change(s)

Synopsis, Efficacy 
evaluations;
9. Study Evaluations
10.1. Completion
10.2 
Discontinuation/Withdrawal

Synopsis, Secondary 
efficacy measures; 9.2.1.2 
Secondary efficacy 
measures

14.4. Preparation, Handling 
and Storage

Time and Events Schedule 
(Table 2)

Footnotes for Time and 
Events Schedule (Table 1)
Footnotes for Time and 
Events Schedule (Table 2)

Open-label Safety Run-in Phase: Updated to remove the 2nd Safety Cohort and 
safety review by DSMB before the initiation of Randomized Double-masked 
treatment phase.
Randomized Double-masked treatment phase: Text updated to remove this phase.
End of Treatment or Early withdrawal: Updated to reflect that the final visit will 
be conducted on Month 36.
The pharmacogenomic evaluations were eliminated.

The additional assessments of contrast sensitivity, low luminescence BCVA (best 
corrected visual acuity), health related quality of life, and MN read were removed.
Exploratory efficacy measures were removed.
The use of software prediction tool to predict the treatment of dry AMD was 
eliminated.
The sentence “To support the masking of the trial, a vapor-phase shipper containing 
no CNTO 2476 vials will be shipped for subjects assigned to the sham surgery arm” 
was removed.

The ‘DNA blood samples for genetic testing’ was removed.
The columns for Months 42, 48, 54, and 60 (End of Study) visit were deleted. 
The assessments of low luminescence visual acuity, contrast sensitivity, MN read, 
microperimetry, and NEI-VFQ-25, and 3-item Near Vision Subscale, and SF-36, FRI
were removed.

The phrase “the Double-masked Treatment Phase” was removed from the Note 2 in 
the footnote.
Bullet ‘g)’ was updated to reflect that the double-blind masked phase was eliminated 
from the study

The follow-up phase was updated to 2 years
The abbreviations and expanded forms of NEI-VFQ-25 and SF-36 were removed.

Synopsis, Statistical 
methods;
11. Statistical Methods

Updated to reflect that descriptive statistics will be used instead of previously 
planned formal statistical testing.
The statistical methods planned for primary, secondary, exploratory endpoint 
analyses were removed.
Updates were made to depict that all the subjects receiving treatment will be 
considered for safety analyses.

11.2 Sample size 
determination

11.5 Pharmacogenomic 
analyses

11.6 Data and Safety 
Monitoring Board

Updated the text to reflect that 21 subjects will be included in the study for an 
adequate clinical assessment of safety and usability of the novel delivery system 
instead of using the BCVA response rates between the control group and 
CNTO 2476 group for sample size determination.
The pharmacogenomic analyses were eliminated.

Updated the text to reflect that no further DSMB meetings will be held and DSMB 
will be disbanded until further decision from Janssen’s to reform the DSMB.

Rationale: The first Safety Cohort having already been done and the efficacy portion of the study no longer 
planned, there is no need to describe the rationale for the sham surgical procedure.

Synopsis;
3.2 Study Design Rationale
5. Treatment allocation and 
masking
16 Ethical Aspects

The rationale for performing the sham surgical procedure was removed.

Rationale: Minor errors were noted.
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Applicable Section(s) Description of Change(s)

Throughout the protocol Minor grammatical, formatting, or spelling changes were made.
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Applicable Section(s) Description of Change(s)

Time and Events 
Schedule (Table 1)

Footnotes for Time 
and Events Schedule

Time and Events 
Schedule (Table 2)

in previous studies for AMD may be considered eligible if these treatments/study 
participation were given at least one year prior to enrollment”

Criterion 8 (renumbered to 8.2) was updated to “previous intraocular surgery within 3
months prior to screening in either eye. Previous treatment with Visudyne®, external-beam 
radiation therapy, or transpupillary thermotherapy in the study eye at any previous time 
point”

“Visual Acuity” was replaced with “Best Corrected Visual Acuity” (BCVA)
Low Luminance Visual Acuity was added as a separate Study Assessment at Screening, 
Week 4, and at Months 2, 3, 6 and 12. Axial Length was added as a Study Assessment at 
Screening. Footnotes for several items on Table 1 were re-numbered to accurately reflect 
the new assessments added to the table.

Note 1 was updated to reflect that screening procedures could occur 45 days prior to 
treatment and over multiple days. Also it states that BCVA will be performed twice and 
the best value (lowest logMAR value) will be used as the subject’s baseline BCVA value. 
Footnote (b) was updated. A new footnote (c) “Axial length should be recorded once at 
screening as a baseline measure. Any instrument may be used OR measurement taken 
from the subjects medical records may be utilized. Measurement, instrument and date of 
recording will be noted in the CRF. Indocyanin green angiography will be performed for 
all subjects unless discussed with the Sponsor” was added. Added footnote (l) to indicate 
that SD-OCT may optionally be performed at Day 1 post-operatively or Day 2

A separate line to detail “Low Luminance Visual Acuity: was added for Months 18, 24, 
30, 36, 42, 48, 54 and 60 as it had previously been ambiguous when this assessment took 
place.

Section 1.3 The Cell 
Delivery System

Section 3.1 Overview 
of Study Design

This section was rewritten to be more general. Reference is made to the Investigational 
Product Manual for detailed Delivery System information.

Updated the target number of subjects to be enrolled in the study to “approximately 
285 subjects”. Specify the screening period of up to 45 days before treatment that subjects 
must be confirmed with a diagnosis of GA of the macular secondary to age-related 
macular degeneration with associated vision loss. Clarified vision between the patient’s 
eyes as “not clinically equal” or “clinically equal” for the relevant disease state of the 
eyes. Updated the approximate number of subjects to 75 in the Safety Run-in Phase of the 
study. Also updated the number of sites for this phase of the study to 20. Also specified 
that a minimum of 7 different surgeons would be required during the safety run-in phase.
Specified the addition of the 2nd Safety Cohort.
Screening Phase: updated the protocol to specify that subjects may be screened over a 
period of 45 days prior to treatment, and that BCVA examinations would be done prior to 
any other ocular study procedures that would interfere with vision assessments such as 
dilation or bright light assessments. Also specified that at baseline, dilated fundus 
examination readings will be carried out on all subjects. In addition, axial length will be 
recorded in the CRF. Indocyanin green angiography will be performed on all subjects 
unless discussed with the Sponsor.
Safety Run-in Phase: Updated the protocol to reflect that a minimum of the first 3 eligible 
subjects at each center will receive active treatment in an uncontrolled, open-label Safety 
Run-in Phase to assess the safety of the surgical procedure and Delivery System, and to 
ensure the familiarity of the surgeons with the device and the procedure. Also specified that 
the first 21 subjects at the first approximately 7 sites would comprise the initial Safety 
Cohort. Specified the addition of the 2nd Safety Cohort.
Double-masked Treatment Phase: Included the sham surgical procedure among the 
treatments to be administered at the clinical site on Day 1.
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Applicable Section(s) Description of Change(s)

Section 9.1.1.3 
Randomized Double-
Masked Treatment 
Phase

Section 9.2.1.2 
Secondary Measures

Section 9.2.2 
Endpoints

Section 9.3.3 
Immunogenicity 
Assessments

Section 9.7.1 Adverse 
Events

Section 9.7.2 Clinical 
Laboratory Tests

Section 11 Statistical 
Methods

Section 11.7 Data 
Safety Monitoring 
Board

Section 12.1.1 
Adverse Event 
Definitions and 
Classifications

Section 14.2 
Packaging

Section 14.4 
Preparation, Handling 
and Storage

Section 14.5 
Investigational 

Cohort.

Clarified that a sham surgical procedure will take place on Day 1 (pre-operative visit on 
the treatment day). 

Included “visual assessment” among assessments to be performed. 

Major Secondary Endpoints: specified that “RS plateau” was being measured

Clarified that Blood samples will only be collected during study assessments for the safety 
run-in phase and the randomized double-masked treatment phase from screening through 
the Month 12 postoperative visit

Updated the text of the protocol to indicate that adverse events will be reported by the 
investigator or the subject (or, when appropriate, by a caregiver, surrogate, or the subject's 
legally acceptable representative) for the duration of the study

Aligned the text of the penultimate paragraph with the Inclusion Criteria, ie, “Female 
subjects must be post-menopausal with last menses 12 months prior, or longer, OR a 
measured follicle stimulating hormone ≥26 mIU/mL”

Updated the text of the protocol to state that data from approximately 75 subjects 
participating in the open-label safety run-in, after have completed 1 month of follow-up, 
will be analyzed for simple descriptive statistics for key safety and efficacy measures. Also 
specified the analysis of data after the 21 subjects of the 2nd Safety Cohort have completed 
1 month of follow-up.

Specified the addition of the 2nd Safety Cohort.

Under Adverse Event Associated With the Use of the Drug, the following was added to the 
text of the protocol “The surgical procedure and delivery of CNTO 2476 result in a small 
retinal detachment per procedure guidelines. This in itself should not be listed as an 
adverse event”. 

It was clarified in the protocol that each vial of product is for single us. In addition, the 
following text was added “Each vial is enclosed in a paperboard carton with appropriate
labeling on the carton”.

The text in the protocol was updated to exclude temperature deviations that were 
applicable to manufacturing only. In addition, the following was added to the protocol 
“CNTO 2476 is shipped to the clinical site in a liquid nitrogen vapor-phase shipper that is 
also used for short-term storage up to 7 calendar days after shipment. The distribution is on 
a just-in-time basis for each treatment in the trial. The shipment for a subject will be 
triggered when enrolled or randomized through the IWRS. To support the masking of the 
trial, a vapor-phase shipper containing no CNTO 2476 vials will be shipped for subjects 
assigned to the sham surgery arm”

The text in the protocol was updated to the following “The investigator is responsible for 
ensuring that all CNTO 2476, Delivery System devices received at the site are inventoried 
and accounted for throughout the study, per the requirements in the Investigational Product 
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Applicable Section(s) Description of Change(s)

Product and Device 
Accountability

Section 16.1 Study-
Specific Design 
Considerations

Section 17.8 
Monitoring

Manual. All CNTO 2476 will be stored and disposed of according to the sponsor's 
instructions, per the Investigational Product Manual. Study-site personnel must not 
combine contents of the CNTO 2476 containers”

Clarified there are 2 Safety Cohorts.

The following text was added to the protocol “Representatives from the sponsor company, 
Janssen and/or its’ designees may be present at the clinical facility, in the operating room 
during surgery or observing remotely. This is to ensure oversight of aspects of the surgical 
procedure and protocol”

Throughout the 
Protocol

“Maximum Reading Speed, MRS” has been replaced with “Reading Speed, RS”
“Discontinue from the study”, “Drop out of the study” replaced with “Withdrawal ….” 
Withdrawal from the study”
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Amendment 1 (21 Dec 2015)

The overall reason for the amendment: Include the Functional Reading Index (FRI) as a major secondary 
objective, update the Time and Events Schedule to reflect tests no longer to be done, update some Exclusion 
Criteria, correct the stratification data and clarify how informed consent is to be obtained. Editorial changes were
made to improve the overall clarity of the Protocol. 

Applicable Section(s) Description of Change(s)

Synopsis, Objectives
and Hypotheses;

Synopsis, Overview 
of Study Design

Synopsis, Subject 
Population

Synopsis Exclusion 
Criteria

Synopsis, Secondary 
Efficacy Endpoints

Synopsis, Statistical 
Methods

Time and Events 
Schedule

Introduction

Section 1.1.1.1 
Mechanism of Action

Section 1.1.1.2
Section 2.1 
Objectives

Section 3.1 Overview 
of Study Design
Section 3.2.4

Section 3.2.6 Patient-
Reported Outcomes

Section 4 Subject 

Added Functional Reading Index (FRI) to the list of major secondary objectives

Updated target number of subjects to 255. Also update the subjects in the safety run-in 
phase to 45, and the number of sites to 15.
Described the screening process including BCVA examinations performed to determine 
patient eligibility

Updated the total number of subjects to be screened, and also update the number of 
subjects to be enrolled (open-label safety phase and subjects randomized in 1:1:1 ratio)

Modified Criteria 7.1 and 20.1 (Details in Section 4.2 Exclusion Criteria, below)

Added FRI as a secondary efficacy endpoint

Updated the baseline BCVA stratification criteria

Removed Visual Acuity Tests on Day 2, and on Days 7 & 15
NEI-VFQ-25, SF-36, Near Vision Subscale (3-item) and FRI will no longer be done on 
Treatment Day 1 (pre-op)
Clarified that an additional optional pre-screening visit may be performed to determine 
potential subject BCVA for eligibility purposes this was already noted in the original 
protocol
Clarified that Pharmacodynamic Marker Testing will not be done. Clarified that no 
samples will be collected for immunogenicity testing after the Month 12 visit
Removed reference to blood sample volume after Month 12 (no samples will be collected)

Editorial changes to capture additional files names previously listed as “data on file”

Re-wrote for clarity

Re-wrote for clarity
Added the Functional Reading Index as a Secondary Objective

Updated the number of subjects in run-in phase and the number of sites. Updated Figure 6 
to capture the number of subjects and sites
Specified how stratification would be done

Re-wrote the description of the NEI-VFQ-25 for clarity
Updated the section with a description of the Functional Reading Index

Updated the number of subjects enrolled into the study, including those from the 
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The Safety Run-in Phase consists of approximately 21 subjects (the first 3 subjects at each of 
approximately 8 sites) who will first be enrolled in an open-label assessment of the safety profile of the 
procedure and the Delivery System. During the Safety Run-in Phase, subjects will receive a CNTO 2476 
dose of 3.0 x 105 cells in 50 µL. The first 21 subjects in the Safety Run-in Phase will be the initial Safety 
Cohort. 

The safety profile of the procedure and the Delivery System will be assessed after the first 21 subjects
(the initial Safety Cohort) have been treated and followed for a minimum period of 1 month. An external 
Data and Safety Monitoring Board (DSMB) will be commissioned for this study. 

The Randomized Double-masked Treatment Phase of the study was planned to follow the DSMB’s 
evaluation of the safety phase data and its supportive recommendation to advance to the randomized 
Double-masked Treatment Phase. This cohort was to consist of approximately 210 subjects for evaluation 
of both efficacy and safety. However, the Double-masked Treatment Phase has been eliminated from this 
study protocol.

The study will consist of a 12-month acute phase, followed by a 2-year maximum duration follow-up 
period (3 years total) for all subjects. 

Screening Phase

Prior to the full study screening phase, optional BCVA pre-screening may be done to evaluate subjects for 
BCVA eligibility. In this case, subjects must sign an optional pre-screening informed consent form (ICF)
prior to testing. The site will determine results of local testing and indicate if the subject is eligible for full 
study screening. If the BCVA test indicates the subject meets the necessary eligibility criteria, he or she 
will enter the full screening phase after signing the full study ICF for determination of full study 
eligibility.

All subjects will be required to give written informed consent to participate in the trial. 

After giving written informed consent, subjects may be screened over a period of up to 45 days prior to 
treatment to assess their eligibility for the study according to the inclusion and exclusion criteria defined 
for this study. The screening process may occur over a period of days and need not take place in one visit. 

Patient eligibility will be determined based on the results of 2 BCVA examinations performed at the 
screening visit. These examinations can occur on the same day or subsequent days. The better of the 2 
logMAR BCVA scores will be used for eligibility and randomization. These examinations should be 
performed prior to any other ocular study procedures that might interfere with vision assessments 
(dilation, bright light examination etc). 

Visual acuity tests, contrast sensitivity, MN Read, intraocular pressure (IOP), slit lamp examinations 
(including lens mobility examination), microperimetry, fundus photography, spectral domain optical 
coherence tomography (SD-OCT), fundus autofluorescence, and fluorescein angiography, will be 
performed for all subjects. Axial length will be recorded at baseline. Indocyanin green angiography will 
be performed for all subjects unless discussed with the Sponsor.

Other assessments will include medical history, genomic material from consented subjects, demographics, 
a targeted physical examination, vital signs, routine laboratory and routine urinalysis In addition blood 
samples for immunogenicity, medication history, concomitant medications, the NEI-VFQ-25 and Near 
Vision subscale, the SF-36 and FRI will be collected.

Safety Run-in Phase

The first 3 eligible subjects at each center will receive active treatment in an uncontrolled, open-label 
Safety Run-in Phase to assess the safety of the surgical procedure and Delivery System, and to ensure the 
familiarity of the surgeons with the Delivery System and the procedure. The first 21 subjects at the first 
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Ocular TEAEs will be summarized by treatment group and preferred term according to MedDRA 
terminology, as well as by affected eyes (events occurring in the treated eye only, in the fellow eye only, 
and in both eyes). 

The number and percentage of subjects who experienced at least 1 treatment-emergent serious AE (SAE)
will be presented in summary tables by treatment group and preferred term, as well as by preferred term 
within system-organ class according to MedDRA terminology. 

The number and percentage of subjects who experienced at least 1 treatment-emergent AE will be 
presented in summary tables by treatment group and preferred term, as well as by preferred term within 
system-organ class according to MedDRA terminology.

Data regarding the Delivery System and surgical procedure will be tabulated by treatment group. A listing 
of all data pertaining to the Delivery System and surgical procedure, as well as any surgical deviations 
and surgical medications, will be provided. Adverse events for subjects who receive surgery but not 
CNTO 2476 cells will be listed. 
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BCVA=Best Corrected Visual Acuity; CGIC=Clinician Global Impression of Change; ETDRS=Early Treatment Diabetic Retinopathy Study; IOP=intraocular pressure; 
MN Read=Minnesota reading test; NEI-VFQ-25=National Eye Institute Visual Functioning Questionnaire; PGIC-Q=Patient Global Impression of Change – Quality of Life; PGIC-
S=Patient Global Impression of Change – Symptoms; SD-OCT=spectral domain optical coherence tomography; SF-36=Short Form (36) Health Survey, FRI= Functional Reading Index 
questionnaire
Note 1: Screening procedures must occur within 45 days prior to treatment and may occur over multiple days. An additional optional pre-screening visit may be performed to determine 

potential subject BCVA for eligibility purposes. At the next screening visits, BCVA will be performed twice and the best value (lowest logMAR value) will be used as the 
subjects’ baseline BCVA value. 

Note 2: If a subject withdraws early from the Safety Run-in Phase, the end-of-study assessments (described in Table 2) should be performed.
a) Subjects will be presented with an optional pre-screening ICF to allow the determination of their BCVA results prior to full study screening. The subjects who meet the BCVA

eligibility criteria will be further screened to determine the full study eligibility. For the full study eligibility assessments, the subject will be presented a separate ICF within 45 days
prior to treatment. The pre-screening visit is optional

b) Best Corrected Visual Acuity testing includes BCVA using the ETDRS chart under high illumination and standardized conditions at 4 meters and 1 meter (as needed). .
c) Axial length should be recorded once at screening as a baseline measure. Any instrument may be used OR measurement taken from the subjects medical records may be utilized. 

Measurement, instrument and date of recording will be noted in the CRF.
d) Includes routine hematology (hemoglobin, hematocrit, red blood cell count, white blood cell count with differential, platelet count, prothrombin time, and partial thromboplastin time) 

and serum chemistry (sodium, potassium, chloride, blood urea nitrogen, creatinine, glucose, aspartate aminotransferase, alanine aminotransferase, gamma-glutamyltransferase, total 
bilirubin, alkaline phosphatase, lactic acid dehydrogenase, uric acid, calcium, albumin, and total protein) and urinalysis (dipstick).

e) Optional blood draw (ie, for subjects who provide consent for this blood draw)
f) Includes samples for antibody assay testing.
g) Enrollment and randomization of subjects in the Double-masked Treatment Phase was to follow the DSMB’s evaluation of the Safety Run-in Phase and its supportive recommendation 

to advance the study to the Double-masked Treatment Phase. However, the Double-masked Treatment Phase has been eliminated from this study protocol.
h) Includes assessment of Delivery System.
i) SF-36 is included to assess the measurement properties of the NEI-VFQ-25 and Near Vision subscale.
j) Blood sample estimates based upon the following volumes per sample: Screening=16.3 mL, DNA=8.5 mL, Day 7=10 mL, Day 15=10 mL, Week 4=16.3 mL, Month 2=10 mL, 

Month 3=10 mL, Month 6=10 mL, Month 12=16.3 mL Total volume of blood through Month 12 = approximately 107.4 mL.
k) Includes 10 mL samples each for Day 7 and Day 15
l) Optional SD-OCT at day 1 (post-operatively) and day 2 may be performed
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Table 2 Schedule of Study Assessments During the Long-term Follow-up Phase*

Time Post-treatment
Month 18 (±2 wk) Month 24 (±2 wk) Month 30 (±2 wk) Month 36 (±2 wk)

Visit number 11 12 13 14
Best Corrected Visual Acuity testing x x x x
IOP x x x x
Slit lamp biomicroscopy / ophthalmoscopy x x x x
SD-OCT x x x x
Fundus photography x x x x
Fundus autofluorescence x x x x
Concomitant medications <------------------------------------------------Continuous----------------------------------------------->
Adverse eventsb <------------------------------------------------Continuous----------------------------------------------->
Footnotes
* After the 12-month acute phase of the study subjects will be followed for 2 years. Subjects will come in for a follow-up visit every 6 months.
AE=adverse event; IOP=intraocular pressure; SAE=serious adverse event; SD-OCT=spectral-domain optical coherence tomography.

a) If a subject is withdrawn from the study, he/she will be asked to have the End-Of-Study Visit assessments performed.
b) Only SAEs, ophthalmologic AEs, ongoing AEs from acute phase or any AEs designated as related to treatment or surgical procedure are recorded.
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RK Radial keratotomy 
ROS rod outer segments 
RPE retinal pigment epithelium
RS reading speed
SAE serious adverse event
SAP statistical analysis plan
SD-OCT spectral domain optical coherence tomography 
SF-36 Short Form (36) Health Survey
TEAE treatment-emergent adverse event
ULN upper limit of normal
US United States
VEGF vascular endothelial growth factor
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acuity impairment associated with GA secondary to AMD. The study was limited by the inability 

to deliver cells to the subretinal space without a retinal tear.

Thirty-three subjects received CNTO 2476 (29 subjects in the Phase 1 portion of the study and 

4 subjects in the Phase 2a portion of the study) and were evaluable for safety. Of the 29 subjects 

treated in Phase 1, 28 (96.6%) had at least 1 treatment-emergent AE (TEAE). The most common 

TEAEs by preferred term were retinal tear (9 subjects, 31.0%), conjunctival haemorrhage 

(7 subjects, 24.1%), and hypertension (7 subjects, 24.1%). Of the 4 subjects treated in Phase 2a, 

3 (75.0%) had at least 1 TEAE, the most common of which were conjunctival haemorrhage and 

retinal tear (reported for 3 subjects [75.0%] each). Most AEs were considered related to the 

surgical delivery procedure, or to various co-morbidities. Serious AEs reported for subjects from 

both the Phase 1 and 2a portions of the study combined are summarized in Table 3. The most 

commonly reported SAE was retinal detachment (5 of 33 subjects, 15.2%). The incidence of AEs 

and SAEs did not appear to be dose related.

Table 3: Study CNTO2476MDG1002: Number (%) of Subjects with 1 or More Treatment-emergent 
Serious Adverse Events by Preferred Term (Subjects Treated in Phases 1 and 2a Combined)

6.0 x 104 cells 1.2 x 105 cells 3.0 x 105 cells 5.6 x 105 cells Total
Subjects Treated 12 3 15 3 33
Subjects with 1 or more 
Treatment-emergent SAEs

6 (50.0%) 2 (66.7%) 3 (20.0%) 2 (66.7%) 13 (39.4%)

Preferred Term
Appendicitis 1 (8.3%) 0 0 0 1 (3.0%)
Atrial Flutter 0 0 1 (6.7%) 0 1 (3.0%)
Chronic Obstructive Pulmonary 
Disease

1 (8.3%) 0 1 (6.7%) 0 2 (6.1%)

Device Dislocation 0 0 1 (6.7%) 0 1 (3.0%)
Grand Mal Convulsion 1 (8.3%) 0 0 0 1 (3.0%)
Intestinal Obstruction 1 (8.3%) 0 0 0 1 (3.0%)
Metastatic Squamous Cell 
Carcinoma

0 0 1 (6.7%) 0 1 (3.0%)

Nephrolithiasis 0 0 0 1 (33.3%) 1 (3.0%)
Osteoarthritis 1 (8.3%) 0 0 0 1 (3.0%)
Pneumonia 0 1 (33.3%) 0 0 1 (3.0%)
Pneumonia Aspiration 1 (8.3%) 0 0 0 1 (3.0%)
Retinal Detachment 2 (16.7%) 1 (33.3%) 1 (6.7%) 1 (33.3%) 5 (15.2%)
Retinopathy Proliferative 1 (8.3%) 0 0 1 (33.3%) 2 (6.1%)
Suicide Attempt 1 (8.3%) 0 0 0 1 (3.0%)
Thoracic Vertebral Fracture 0 1 (33.3%) 0 0 1 (3.0%)
Urinary Tract Infection 0 1 (33.3%) 0 0 1 (3.0%)
Urosepsis 0 1 (33.3%) 0 0 1 (3.0%)
Note: A treatment-emergent AE was defined as any event that started during or after the administration of study 
treatment. A subject experiencing the same AE multiple times is counted once within the corresponding preferred 
term. Percentages are based on the number of treated subjects. 

There were no clinically significant changes in vital signs, physical examination, or clinical 

laboratory parameters.

Safety data available from this study suggest that CNTO 2476 is without substantial toxicity 

when subretinal administration occurs without a retinal break. However, the iScience MDS is not 
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Screening Phase

All subjects will be required to give a written informed consent to participate in the trial. In a 

separate consent, subjects will have the option of providing a DNA sample for genotyping. 

Subjects may also have the option of donating their eyes for histological evaluation post mortem, 

using a supplemental informed consent.

Subjects may be screened over a period of up to 45 days prior to treatment to assess their 

eligibility for the study based on the inclusion and exclusion criteria defined for this study. 

Patient eligibility will be determined based on the results of 2 BCVA examinations performed at 

the screening visits. These examinations can occur on the same day or subsequent days. The 

better of the 2 logMAR BCVA scores will be used for eligibility and randomization. These 

examinations should be performed prior to any other ocular study procedures that would 

interfere with vision assessments such as dilation or bright light assessments.

Visual acuity tests, contrast sensitivity, MN Read, intraocular pressure (IOP), slit lamp 

examinations, microperimetry, fundus photography, SD-OCT, fundus autofluorescence, 

fluorescein angiography and dilated fundus examination readings will be carried out on all 

subjects. At baseline, axial length will be recorded in the CRF. Indocyanin green angiography

will be performed on all subjects unless discussed with the Sponsor. 

Other assessments will include medical history, genomic material from consented subjects, 

demographics, a targeted physical examination, vital signs, routine laboratory and routine 

urinalysis In addition blood samples for immunogenicity, medication history, concomitant 

medications, and the NEI-VFQ-25 and the Near Vision subscale, and the SF-36 and FRI, will be 

collected.

Additional details of the screening phase are provided in Section 9.1.1.1 (Screening Phase). 

Open-label Safety Run-in Phase

A minimum of the first 3 eligible subjects at each center will receive active treatment in an 

uncontrolled, open-label Safety Run-in Phase to assess the safety of the surgical procedure and 

Delivery System, and to ensure the familiarity of the surgeons with the Delivery System and the 

procedure. The first 21 subjects from the designated Safety Cohort study sites will comprise the 

initial Safety Cohort. Enrollment into the safety Run-in Phase will be staggered across sites to 

ensure that the outcomes and learnings from earlier procedures can be transferred to all 

participating surgeons who will perform subsequent procedures. A 1-week interval for 

information sharing between the first few subjects is appropriate since most procedure-related 

AEs are expected to be apparent within hours of surgery. 
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8.2 Previous intraocular surgery within 3 months prior to screening in either eye. Previous 

treatment with Visudyne®, external-beam radiation therapy, or transpupillary 

thermotherapy in the study eye at any previous time point.

9. Previous laser photocoagulation in the study eye (peripheral laser for treatment of a tear 

is allowed if more than 6 months prior to screening except when, in the opinion of the 

surgeon, this would hamper the suprachoroidal cannulation procedure in the study eye)

10. Previous vitrectomy, retinal detachment repair, submacular surgery, other surgical 

interventions targeting AMD, scleral buckling or glaucoma filtration surgery or any 

other extraocular or orbital procedure in the study eye that, in the opinion of the 

surgeon, would hamper the suprachoroidal cannulation procedure in the study eye

11. History of choroidal or scleral rupture in either study or fellow eye due to uveitis 

(previous trauma in the study eye or fellow eye in the case of good vision in that eye is 

not an exclusion criterion)

12. Uveitis or other intraocular inflammatory disease within past 3 months

13 Active infections of the anterior segment

14. Keratoconus, penetrating keratoplasty, Descemet's stripping endothelial keratoplasty 

(DSEK), radial keratotomy (RK), Laser-assisted in situ keratomileusis (LASIK) in the 

study eye

15. Monocular subjects

16. Subject has known allergies, hypersensitivity, or intolerance to CNTO 2476 or its

excipients (refer to Investigator's Brochure)

17. Medically not qualified for monitored anesthesia care intravenous sedation

18. Previous cell therapy other than standard blood and platelet transfusions

19. Subject has taken any disallowed therapies as noted in Section 8, (Prestudy and

Concomitant Therapy) before the planned first dose of treatment

20.1 Subject has received an investigational drug (including investigational vaccines) within

30 days before the planned first dose of treatment

21. Active malignancy (requiring therapy) or history of malignancy requiring therapy 

within 2 years prior to Day 1 (with exception of cases of basal cell and squamous cell 

carcinoma of the skin)

22. History of human immunodeficiency virus (HIV) disease
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